The active ester procedure of amide bond forma tion plays an im portant role in peptide syntheses. From the time of the introduction of this technique a number of leaving phenoxy groups have been examined many of them containing ortho substi tu e n t^)1. Though the activation observed when introducing electron-withdrawing substituents into the m eta and para position of the leaving group was supported by kinetic studies2, the effect of ortho substitution on the kinetics of amide bond formation has not been investigated so far. This paper presents kinetic data on the aminolysis of several active esters in two aprotic solvents. For this study active esters of acetic acid were used3 because a) aminolysis of carboxylic acid esters (including aminoacyl derivatives) proceeds through a common mechanism4, and b) intramolecular interactions between the leaving group and the acyl portion (as it may occur when using esters of aminoacids5) are absent.
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Under the pseudo first order conditions of excess amine all the reactions followed the general rate equation for ester aminolyses in aprotic solvents6:
d
[ester] --------^----= (k2 [amine] + k3 [amine]2) [ester].
Our second and third order rate constants together with literature p K a values for the leaving phenoxy groups are summarized in the Table. In accord with the early observation th at aminolytic reactivity of active esters strongly depends on the basicity of their leaving group8, with the exeption of 2,6-disubstituted compounds which exhibit negative deviations, logarithms of k2AN and k3CB values in the Table can be correlated linearly with the p K a 's of the leaving groups (not shown). Since the extent of the lag behind the expected rates for the aminolyses of 2,6-disubstituted re actants is related to the steric requirements for the o,o'-substituents (H < F <C1 < C H 3 «B r), steric in hibition is th a t hinders the aminolysis in these cases.
The facts th a t k2AN and k3CB for the reaction of 2-nitro-and 2-cyanophenyl acetate fit the above correlation, while k2CB constants are considerably higher than expected (leading to slight solvent dependences for k2 and low k3CB/k 2CB ratios), clearly indicate7 anchimeric assistance by the o-nitro-and o-cyano functions. These results provide the first example of intramolecular participation by an o-cyano group in ester aminolyses, and suggest th a t aminolytic reactivities of 2-nitrophenyl esters of aminoacids exceeding those of the 4-nitro analogues are, a t least in part, due to the intra molecular catalysis by the o-nitro group.
